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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to communication(s) filed on 10 April 2006 . 
2a)E3 This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-20 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) IEI Claim(s) 1-20 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 D Certified copies of the priority documents have been received. 

2.0 Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the international Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1 ) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5 ) D Notice of Informal Patent Application (PTO-152) 

Paper No(s)/Mail Date . 6) O Other: . 

U.S. Patent and Trademark Office 

PTOL-326 (Rev. 7-05) Office Action Summary Part of Paper No./Mail Date 20060605 
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DETAILED ACTION 
ACKNOWLEDGMENT OF AMENDMENT, REMARKS AND STATUS OF THE 
CLAIMS 

1 . The amendment and remarks filed 04/10/06 are acknowledged, entered and 
considered. In view of Applicant's request claims 1, 3-6 and 8-12 have been amended 
and claims 13-20 have been added. Claims 1-20 are now pending in the application. 
The rejections under 35 U.S.C. 102(b) are withdrawn in view of Applicant's amendment 
and remarks filed 04/10/06.* However, the rejection under 35 U.S.C. 103(a) over the 
prior art is maintained for the reasons of record. 

CLAIMS REJECTION-35 U.S.C. § 103(a) 

2. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(f) or (g) prior 
art under 35 U.S.C. 103(a). 

ARGUMENTS ARE NOT PERSUASIVE 

3. Claims 1-12 including newly submitted claims 13-20 remain rejected under 35 
U.S.C. 103(a) as being unpatentable over Kaswan (U.S. Patent No. 4,649,047) taken 
with Elzinga et al (Transplantation, Vol. 47, No. 2, pp. 394-395, February 1989), 
Broadwell et al (Science, Vol. 217, No. 4555, pp. 164-166, July 9, 1982) and Elias (U.S. 
Patent No. 5,807,820). 

Applicant's arguments filed 04/10/06 have been fully considered but they are not 
persuasive. Applicant's arguments that the reference of Elzinga showing that DMSO as 
a carrier may or may not have an enhanced effect carrying oral CsA across the intestine 
into the blood has no relevance or interest to methods (or compositions) that are 
not to oral administration is noted and unpersuasive. Applicant has amended 
independent claim 1 to recite the negative limitation " not intended for ophthalmic, 
cutaneous, oral, or qavaqe application ". However, Applicant has not shown support 
for the negative limitations as amended in claim 1 as discussed infra in the rejection 
under 35 U.S.C. 112, first paragraph for new matter. Thus, until Applicant provides 
support in the instant specification for negative limitations as currently amended in claim 
1 , Applicant's arguments with respect to the negative limitations are unpersuasive. 
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In regard to Applicant's arguments that Elzinga, Broadwell, Elias and Shimizu, 
and together, would convince the average practitioner of the art that there are significant 
toxicity and safety concerns regarding DMSO that would teach one skilled in the art 
away from considering its use in a formula designed for nasal or inhalational 
administration, or for injection into blood or cerebrospinal fluid is unpersuasive. 
Contrary to Applicant's arguments, regardless for whatever purpose DMSO is used, 
Applicant's claims are directed to use of DMSO for dissolving cyclosporine or for use of 
sterile injectable solution and DMSO without reciting or giving concentrations and/or 
dosages of DMSO. Thus, Applicant's arguments with respect to safety and/or toxicity of 
DMSO is irrelevant because there was no concentration and /or dosage ranges of 
DMSO claimed in the instant application for the alleged toxic solvent. Therefore, 
Applicant's arguments are reflected on the limitations that are not recited in the claims. 

The Examiner acknowledged in the previous Office action that the primary 
reference of Kaswan differs from claims 1-12 and newly submitted claims 13-20 in 
failing to teach a) methods for administering said cyclosporin and DMSO solution by 
injection into the cerebrospinal fluid, intra-ocular, intravestibular, into or adjacent to the 
brain or spinal cord, or intravenous, intra-arterial, intraparenchymal spaces, or orally, 
rectally, vaginally, urethrally, bladder cisternally, nasally, intra and peri-ocullary or 
dermally to a patient, b) use of an article of manufacture comprising packaging material 
and pharmaceutical agent wherein said pharmaceutical agent comprises DMSO and 
cyclosporin formulation thereof, c) a method for treating Alzheimer's disease, 
Parkinson's disease, sclerosis, HIV neuropathy, Guillain-Barre syndrome, neuronal 
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transplantation, neural xenotransplantation, stroke, brain hemorrhage, brain and spine 
trauma, ionizing radiation, neurotoxicity of vestibulocochlear structures and retinal 
detachment, and d) a method for inducing systemic immunosuppression in patients with 
transplantation and autoimmune disease. However, the secondary reference of Elzinga 
et al compares the effect of DMSO with that of the conventional olive oil vehicle on the 
absorption of cyclosporin following oral administration in rats. The reference states that 
following oral administration of CsA solution, the absorption of CsA is highly variable 
and incomplete, ranging from 4% to 26% of the administered dosage in one study in 
renal transplant recipients. Nevertheless, DMSO is an excellent organic solvent that 
readily penetrates most tissue membranes, acting as a "carrier" for many solutes, 
including various drugs. Thus, the reference clearly shows that DMSO penetrates most 
biological membranes with ease, and has been used as an effective carrier of drugs and 
other solutes and considered to be safe. The reference of Elzinga concludes by stating 
that the increased bioavailability of CsA following administration in DMSO is due to 
enhanced gastrointestinal absorption, although other effects of DMSO on CsA 
pharmacokinetics cannot be excluded. Complete pharmacokinetic and 
immunosuppression studies in humans are warranted as the use of DMSO as the 
vehicle for CsA could result in considerable cost savings, provided immunosuppression 
is not compromised (See e.g., pages 394 and 395). 

Further, the secondary reference of Broadwell et al describes the morphologic 
effect of DMSO on blood-brain barrier. Although, the use of DMSO in the treatment of 
cerebral infarction, brain swelling, and spinal cord injury is controversial, however, 
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morphological changes were observed on gross or microscopic in brain parenchyma 
from mice exposed to DMSO concentration of up to 15%. Brains and pituitaries from 
animals given 0.5 ml of DMSO intraperitoneal^ and 0.25 ml of DMSO intravenously at 
concentrations up to 15% did not exhibit hemorrhage. Regardless of the volume, 
concentration and route of delivery of DMSO, the corneas, lungs, heart, kidneys, liver, 
and intestines of all DMSO injected mice appeared normal on gross examination at 
autopsy. The reference of Broadwell et al concludes by stating that the search of a safe 
and reliable approach for promoting the entry to the brain of blood-borne 
chemotherapeutic agents and antibiotics may depend on an increased understanding of 
the mechanism of blood-brain barrier function. Whether or not DMSO can safely and 
effectively open the blood-brain barrier in vivo to chemotherapeutic drugs and antibiotics 
requires further investigation. Thus, in view of the above, the reference clearly 
motivates one of ordinary skill in the art at the time the invention was made to use 
DMSO as a carrier in any drug of choice because as stated above regardless of the 
volume, concentration and route of delivery of DMSO, the corneas, lungs, heart, 
kidneys, liver, and intestines of all DMSO injected mice appeared normal on gross 
examination at autopsy (See e.g., pages 164 and 165). Furthermore, the reference of 
Elias discloses pharmaceutical compositions comprising cyclosporin wherein the 
cyclosporin is CsA having a concentration from 0.1 to 50% of a cyclosporin based on 
total weight and useful for topical application (See e.g., col. 9, line 36-37 and claims 1 
and 2). Thus, the secondary references clearly show the use of DMSO as a 
carrier/penetrating agent in a medicinal formulation wherein the medicinal agent or 
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formulation could be the combination of DMSO and any agent of interest, which may 
include cyclosporins, particularly CsA at claimed concentrations. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the invention was made to have combined the teachings of the primary reference 
of Kaswan or the reference of Elzinga et al with the reference of Broadwell et al or Elias 
in order to administer cyclosporin and DMSO by any one of the modes of administration 
recited in claims 3-6, 10 and 13-20. The artisan of ordinary skill in the art utilizing the 
methods of Broadwell et al would have obtained the improvement when such 
combinations and formulations (as disclosed in the primary reference) are administered 
to patients suffering from the diseases or conditions recited in claims 1 1 and 12. 
Further, such features (i.e., using DMSO as a carrier on blood-brain barrier) are known 
or suggested in the art, as seen in the secondary reference, and including such features 
into the composition of the primary reference of '047 patent would have been obvious to 
one of ordinary skill in the art to obtain the known and recognized functions and 
advantages thereof. Thus, it is made obvious by the combined teachings of the prior art 
since the instantly claimed invention which falls within the scope of the prior art 
teachings would have been obvious because as held in host of cases including Ex parte 
Harris, 748 O.G. 586; In re Rosselete, 146 USPQ 183; In re Burgess, 149 USPQ 355 
and as exemplified by In re Betz, "the test of obviousness is not express suggestion of 
the claimed invention in any and all of the references but rather what the references 
taken collectively would suggest to those of ordinary skill in the art presumed to be 
familiar with them". 
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NEW GROUND OF REJECTION 

The following is a new ground of rejection necessitated by Applicant's 
amendment. 

CLAIMS REJECTION-35 U.S.C. § 112 1st PARAGRAPH 

4. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact terms 
as to enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1, 2 and 13-20 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. 

Independent claim 1 as amended on 04/10/06 contains new matter because the 
original specification does not appear to support "not intended for ophthalmic, 
cutaneous, oral or gavage application". The specification on page 2, paragraph 3, 
last three lines states "There is a need for an improved formulation for intravenous and 
oral use that is neither anaphylactic nor neurotoxic", page 2, last line "oral 
administration" and page 5 under the heading of Medicament and Administration 
supports the various mode of administrations including the negative limitations of claim 
1 which are ophthalmic, cutaneous, oral, or gavage application. Thus, independent 
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claim 1 and dependent claims thereof (i.e., claims 2 and 1 3-20) have no support for the 
negative limitations "not intended for ophthalmic, cutaneous, oral or gavage 
application" from the original disclosure because there is no disclosure in the 
specification as now claimed. Thus, Applicant respectfully requested to either cancel all 
unsupported subject matter or to show where such subject matter has support from the 
original disclosure. 

ACTION IS FINAL, NECESSITATED BY AMENDMENT 

5. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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CONCLUSION AND FUTURE CORRESPONDANCE 



6. No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Abdel A. Mohamed whose telephone number is (571 ) 
272 0955. The examiner can normally be reached on First Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Tsang Cecilia can be reached on (571 ) 272 0562. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. /C\ ji 




Mohamed/AAM 
June 05, 2006 



